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DETAILED ACTION 
RESPONSE TO AMENDMENT 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.1 14, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
February 23, 2007 has been entered. 

Status of Application/ Amendments/claims 

2. Applicant's amendment filed February 23, 2007 is acknowledged. Claims 1-25, 
27-33, 38, 39, 44-55, 62 are cancelled. Claims 26, 34-37, 40-43, 56-61 and 63 are 
pending. Claim 37 is withdrawn from consideration as directed to nonelected inventions. 
Claims 26, 34-36, 40-43, 56-61 and 63 are under examination in light of Ap (4-42) and 
Ap (5-42) in this office action. 

Claim Rejections/Objections Withdrawn 

3. The rejection of claims 29, 39, 40, 55, 60 and 63 under 35 U.S.C. 112, first 
paragraph, for failing to comply with the written description requirement is withdrawn in 
response to Applicant's amendment to the claims and cancellation of claims 29 and 39. 

The rejection of claims 26, 29, 30-42, 55-63 under 35 U.S.C. 112, second 
paragraph, for being indefinite because of the recitation "particular" is withdrawn in 
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response to Applicant's amendment to the claims and cancellation of claims 29, 30, 33, 
38, 39, 55 and 62. 

Claim Rejections/Objections Maintained 
Claims 34-36 and 43 were under examination at the first non-final action. 
Applicant may cancel a claim but may not withdraw it from consideration. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

4. The rejection of claims 26, 34-36, 40-43, 56-61 and 63 under 35 U.S.C. 1 12, first 
paragraph, for failing to comply with the enablement requirement is maintained for 
reasons of record in the previous office action. 

Applicant argues that amended claims are directed to early identification of Ap 
variants in living patients, which aids to determine whether a person is susceptible to or 
at risk of diseases associated with Ap formation. Applicant argues that the claims are 
enabled because the specification teaches how to detect and identify modified Ap42 
variants in dead or living patients with a disease associated with Ap formation. Applicant 
argues that amended claim 26 is enabled for determining whether a mammal is 
susceptible to a disease associated with Ap formation because different Ap42 variants 
can be detected in CSF of patients and in different stages of AD as in specification. 
Applicant argues that claim 60 is enabled because the examiner did not include claim 
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60 in the rejection under 1 12 first paragraph, lack of enablement. Applicant argues that 
should claim 60 is allowable, claim 43 is ready for examination. Applicant argues that 
claim 43 is enabled because claim 43 is directed to Ap8-42, which can be detected in 
CSF of AD patients and SO controls. Applicant argues that controls are patients with no 
pathology (SO) and patients with PHF-tau pathology but no clinical impairment and they 
are not inconsistent because SO cannot be detected with any Ap42 peptides. Applicant 
states that the argument is supported by Dr. Vanmechelen's declaration. Applicant 
argues that claim 57 is enabled because Ap4-42 can be detected in CSF of infraclinial 
and clinical AD patients and that the argument is supported by Dr. Vanmechelen's 
declaration. 

5. Applicant's arguments have been fully considered but they are not persuasive. 
In response to Applicant's arguments with regard to amended claims being enabled 
because amended claims are directed to determining susceptibility and the specification 
teach how to detect and identify the variants, the examiner asserts that the amended 
claims are not enabled based on the disclosure. Based on the disclosure, Applicant is 
only enabled for detecting AP5-42, Ap2-42 or other Ap42 variants with an N-terminal 
truncation or post-translation modification in CSF of patients with AD. Applicant is also 
enabled for detecting Ap8-42, Ap1 1-42 and Ap 10-42 in SO controls. However, the 
claims are directed to predicting whether a person is susceptible to or at risk of a 
disease associated with Ap formation. Since certain forms of Ap42, such as Ap8-42, 
Ap1 1-42, Ap10-42 variants, can also be detected in controls, they do not distinguish 
between the controls and AD. Thus, not all forms of Ap42 variants are suitable for 
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distinguishing controls and AD. In addition, there is no guidance as to what levels of 
Ap42 variants are different between controls and AD and no guidance as to distinguish 
the levels of Ap42 variants between no disease and later developing a disease. There is 
no guidance as to what specific N-terminal truncated Ap42 fragments change and how 
much change would be considered indicative of a risk of disease. Thus, based on the 
disclosure, a skilled artisan still cannot determine whether a person is at risk of diseases 
associated with Ap formation by detecting Ap42 or even specific Ap42 variants such as 
Ap5-42, 4-42, 8-42. In addition, the data shown in the specification and declaration are 
derived from patients suffering from Alzheimer's disease rather than patients who are 
free of Alzheimer's disease and later develop Alzheimer's disease. Thus, it is 
unpredictable whether any forms of Ap42 variants can be used as an indicator of 
whether a patient is susceptible to or at risk of the diseases. Applicant has not provided 
any specific information to predict which one of us would develop a disease associated 
with Ap formation/aggregation or which one of us would not based on the claimed 
method. The specification has not taught what would be different in normal people and 
people at risk for AD in what level of Ap42 variants 

6. In response to Applicant's argument that claim 60 is enabled, it is noted that 
claim 60 was erroneously excluded in the last sentence of rejection. Claim 60 is not 
enabled for the reasons as set forth above. In addition, Applicant is not enabled for 
detecting AP5-42 in all types of body fluid samples since the expression of AP5-42 can 
only be detected in CSF. In addition, the expression levels of different fragments of Ap 
are different in different tissues. For example, Ap5-42 or other Ap peptides cannot be 
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detected in saliva, which is also a body fluid sample. Furthermore, the plasma level of 
Ap does not correlate with the level of Ap in CSF as shown in the prior art (see p. 102, 
abstract, Mehta et al. Neurosci. lett. 2001. 304: 102-106). Thus, Applicant fails to 
provide sufficient guidance as to enable one of skill in the art to practice the claimed 
method as in claim 60. 

7. In response to Applicant argument with regard to claim 43, it is noted that claim 
60 is not allowable. Thus claim 43 is withdrawn from consideration. In addition, Ap8-42 
as in claim 43 can be detected in both normal and AD indicating that Ap8-42 is not 
unique in AD patients. Thus Ap8-42 can cannot be used as an indicator of determining 
whether a person is susceptible of Ap associated diseases because a skilled artisan 
cannot determine what levels of change would be considered as a prognostic indicator 
of determining whether a person is susceptible to or at risk of the disease. 

8. In response to Applicant's argument with regard to controls, it is noted that Ap8- 
42, ApiO-42 and Ap1 1-42 can be detected in SO controls as shown in declaration 
(Appendix 3, p. 2) and specification (p. 74, table 8). Applicant fails to distinguish the 
levels of these Ap42 variants in controls from the levels in AD patients. In addition, since 
certain forms of Ap42 variants can be detected in controls, there is no guidance as to 
distinguish what specific fragments of Ap42 and what levels of Ap42 variants would be 
considered as real controls in order to support the argument. A skilled artisan cannot 
use the levels of these Ap42 variants to predict whether a person is susceptible to or at 
risk of the diseases associated with Ap formation. 
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8. In response to Applicant's argument with regard to claim 57, it is noted the 
detection of Ap4-42 in CSF of AD patients is not an indicator of a person being at risk of 
a disease associated with A(3 formation. Although Applicant is enabled for detecting 
Ap4-42 in CSF of AD patients, a skilled artisan still cannot predict whether a person is 
susceptible to or at risk of the diseases since A(34-42 is found in patients who have 
been diagnosed as AD rather than patients who are free of AD symptoms and later 
develop AD symptoms. 

Conclusion 

NO CLAIM IS ALLOWED. 

Any inquiry of a general nature or relating to the status of this general application 
should be directed to the Group receptionist whose telephone number is (571) 272- 
1600. 

Papers relating to this application may be submitted to Technology Center 1600, 
Group 1649 by facsimile transmission. The faxing of such papers must conform with 
the notice published in the Official Gazette, 1096 OG 30 (November 15, 1989). Should 
applicant wish to FAX a response, the current FAX number for Group 1600 is (571) 273- 
8300. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chang-Yu Wang, Ph.D. whose telephone number is 
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(571) 272-4521. The examiner can normally be reached on Monday-Thursday and 
every other Friday from 8:30 AM to 5:30 PM. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Janet Andres, Ph.D., can be 
reached at (571)272-0867. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

CYW 

April 30, 2007 
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